A wide variety of estimators of the between-study variance are available in random-effects meta-analysis. Many, but not all, of these estimators are based on the method of moments. The DerSimonian-Laird estimator is widely used in applications, but the Paule-Mandel estimator is an alternative that is now recommended. Recently, DerSimonian and Kacker have developed two-step moment-based estimators of the between-study variance. We extend these two-step estimators so that multiple (more than two) steps are used. We establish the surprising result that the multistep estimator tends towards the Paule-Mandel estimator as the number of steps becomes large. Hence, the iterative scheme underlying our new multistep estimator provides a hitherto unknown relationship between two-step estimators and Paule-Mandel estimator.
A wide variety of estimators are available for the between-study variance. Two recent papers 9, 10 review existing research on these estimators and recommended either the Paule-Mandel (PM) estimator 11 or the restricted maximum likelihood (REML) estimator. 12 However, the DerSimonian-Laird (DL) estimator is most often used in practice. 5, 13, 14 The popularity of the DL estimator is due to its simplicity, because it is calculated from an easily computed noniterative method and also because it is already familiar to applied meta-analysts. In this paper, we focus on estimators that are motivated by the method of moments, which includes the DL and PM estimators, but not REML.
In particular, we use the general method of moments estimator (ie, with an arbitrary set of weights for the effect sizes) proposed by DerSimonian and Kacker 15 to develop a new multistep DL estimator. This idea extends the two-step DL (DL 2 ) estimator, which was also proposed by DerSimonian and Kacker. 15 The usual (one-step) DL estimator uses the inverse of the studies' within-study sampling variances as weights to estimate the between-study variance. In the two-step-estimation procedure, the estimate of the usual DL estimator is calculated in the first step and this estimate is then included in the weights of the second step. Full details of the DL 2 estimator are provided in Section 3. The statistical properties of the DL 2 estimator are largely unknown, because the method has rarely been topic of further study. Bhaumik et al 16 studied the statistical properties of the DL 2 estimator and concluded that for rare events, both the DL 2 and PM estimators are negatively biased. It was our initial intuition that allowing the number of steps to tend to infinity in our new multistep estimator would define a new type of estimator. However, working empirically to begin with and then mathematically, we will demonstrate that the PM estimator is obtained if the number of steps tends towards infinity. Hence, we will instead establish the relationship between the two-step estimators and PM estimator, which is another justification for the use of the PM estimator. The rest of the paper is set out as follows. We continue with describing the random-effects model for meta-analysis in Section 2. In Section 3, we describe three existing moments-based estimators, DL, DL 2 , and PM. Our new multistep estimator is introduced in Section 4. Subsequently, we apply these estimators to three contrasting examples in Section 5 where we empirically show that the multistep estimator tends towards the PM estimator as the number of steps becomes large, where this convergence occurs quickly in practice. Section 6 contains mathematics that formally establishes the relationship between the multistep estimators and PM estimator. We explore the use of meta-regression models in Section 7, and we conclude with a short discussion in Section 8.
| THE RANDOM-EFFECTS MODEL
The random-effects model assumes that the effect size estimates y i , i=1, …, n, are extracted from separate studies. This model can be written as
where μ is the average true effect size, μ i is a random effect indicating the difference between the ith study's true effect size and μ, and ϵ i is the ith study's sampling error. It is commonly assumed that μ i ∼N(0,τ 2 ) where τ 2 is the between-study variance and ϵ i ∼Nð0; σ 2 i Þ, where σ 2 i is the within-study sampling variance of the ith study. Furthermore, all μ i and ϵ i are assumed to be mutually independent. The within-study sampling variances σ 2 i are usually estimated in practice and then assumed to be known in the analysis. We will emphasize that the σ The parameter μ is usually of primary interest. The usual method for making inferences about μ initially estimates τ 2 and then treats the resulting estimate as fixed and known. 9, 17 Hence, the conventional weights in the random-effects model, 1=ðσ 2 i þτ 2 Þ, are treated as fixed and known and the usual inferential procedure for μ is straightforward. 8 However, the estimate of the between-study variance,τ 2 , is our primary interest here with moment-based estimators as our focus.
| MOMENT-BASED METHODS FOR ESTIMATING THE BETWEEN-STUDY VARIANCE
Most of the moment-based estimators for τ 2 are a special case of a general method of moments estimator. 15 this results in the estimating equation independently, but this has subsequently been shown to be equivalent to the PM estimator. 9, 28 Unlike the DL and DL 2 estimator and other moment-based estimators, the PM estimator does not directly use estimating Equation 2. This is because the general method of moments treats the weights a i as fixed (and therefore known) constants, but the PM estimator uses weights 1=ðσ 2 i þ τ 2 Þ that are explicitly unknown (because τ 2 is unknown). The PM estimator is motivated using the method of moments, but otherwise, there is no direct connection between the PM estimator and other moment-based estimators. We introduce our new multistep estimator in the next section, and we will illustrate the relationship between the PM and the two-step estimator.
| THE MULTISTEP DERSIMONIAN AND LAIRD ESTIMATOR
In this section, we develop the multistep DL estimator as a natural extension of the DL 2 estimator. From Equation 4 , we have that the DL 2 estimator is simply the estimate from the more general estimating Equation 2 where the weights are a i ¼ 1=σ
The key observation is that the two-step estimator uses weights that are the reciprocal of the estimated total study variances, where the between-study variance is estimated using the usual DL estimator. A natural way to extend this estimator to define a three-step estimator is to use weights that are reciprocal of the estimated total study variances, where the between-study variance is estimated using the DL 2 estimator. Hence, we defineτ
where as before, we truncate negative estimates to zero. We can then define a four-step estimator in a similar way, using on. In general, we define the (k+1)th step DL estimator aŝ
for k ≥ 1, whereτ
is defined to be the usual DL estimatorτ 2 DL . As usual, we truncate the resulting estimate from Equation 6 to zero if the solution is negative. Written explicitly in terms of this truncation, the (k+1)th step DL estimator iŝ
In practice, we computeτ , and so on until we reach the required value of k. However, all of these estimators are available in closed form and so it is in principle also possible to writeτ 2 DL k in this way. Assuming that the limit exists, we define lim
We will see below that, whenever convergence occurs,τ 2 DL ∞ ¼τ 2 PM , so that instead of defining a new estimator, we establish the relationship between existing estimates by taking this limit.
| EXAMPLES
In this section, we apply the DL, PM, DL 2 , and multistep DL estimators to three contrasting examples. Having illustrated our main findings empirically using these examples, we will demonstrate them mathematically in Section 6.
| Characteristics of the 3 examples
Our first example is a meta-analysis by Bangert-Drowns et al 31 studying the effect of school-based writing-to-learn interventions on academic achievement. This meta-analysis consists of 48 estimated standardized mean differences (ie, Hedges' g). The second example is obtained from Sterne et al 32 and is a meta-analysis on the effectiveness of intravenous magnesium in acute myocardial infarction. This meta-analysis consists of 16 estimated log odds ratios. The third example is a meta-analysis on the efficacy of two treatments for post-traumatic stress disorder. 33 This meta-analysis consists of 10 standardized mean differences. The metafor package 34 was used to calculate the DL and PM estimators, and we used our own bespoke code to recursively calculate the multistep DL k estimator. R code for applying these estimators to the examples is available via https://osf.io/paqzm/. Table 1 shows the DL, DL 2 , DL k , and PM estimates of τ 2 for all three examples. For each example, we calculated the multistep DL estimator until the (k+1)th step DL estimator was the same as the kth step estimator up to 4 decimal places. Convergence was taken to have been reached at this point, so that any further steps would result in the same estimate to this level of numerical accuracy. From Table 1 , we can see that this convergence was reached in 6, 10, and 4 steps, for example, one, two, and three, respectively. Furthermore, we can see that in each case, the DL 2 estimate is closer to the PM estimate than the DL estimate and that the DL k estimate converges to the PM estimate. The way in which this convergence occurred was different for each example. For the first example obtained from Bangert-Drowns et al, 31 the DL estimate was notably less than the PM estimate. Then the DL 2 estimate took a large step towards the PM estimator and after this convergence was quickly reached. For the second example obtained from Sterne et al, 32 the DL estimate was notably greater than the PM estimate and once again, the DL 2 estimate took a large step towards the PM estimator (and in fact "overshot" this). Convergence of the multistep DL estimator was reasonably fast although the sequence produced by the DL k estimates was not monotone until k ≥ 7. For the third example obtained from Ho et al, 33 the DL and PM estimators are similar and convergence was very quickly reached. 
| Results

| PROVING (WHEN CONVERGENCE OCCURS) THAT THE MULTISTEP ESTIMATOR CONVERGES TO THE PAULE-MANDEL ESTIMATOR
As explained above, in addition to our three examples, many simulated datasets have shown that multistep estimators converge to the PM estimator. In this section, we provide mathematical proofs to formally establish this limit. We will explain why it is not necessary that the DL estimator is used in the first step, so that our findings apply to multistep estimators regardless of the nature of the estimation used in the first step.
| Lemma: agreement with respect to truncation to zero of the DerSimonian and Laird and Paule-Mandel estimators
We start by proving the lemma that the DL and the PM estimators always agree in the sense that, for any given dataset, they are either both zero (if Q GEN (0)≤(n−1)) or both positive (if Q GEN (0)>(n−1)). It is conceptually appealing that these two estimators agree in this way, and this is easily proved, but we do not think that this result has been stated previously. . Hence, the DL estimator is also truncated to zero if Q GEN (0)<(n−1). If Q GEN (0)=(n−1), then immediately from their estimating equations, both the DL and PM estimators are zero. Finally, if Q GEN (0)>(n−1), then no truncation for either estimator is required, so that the DL and PM estimators are both positive.
| Proving that if convergence of the multistep estimator occurs, then it is to the PauleMandel estimate
Having established our lemma, we will prove that the estimate of the multistep estimator equals the PM estimate if convergence occurs. We will prove this first for cases where the convergence is to a positive estimate and then to an estimate of zero. is then the usual DL estimator and, instead of achieving convergence, the multistep estimator oscillates between 0.016 and 0, and does not converge toτ 2 PM ¼ 0:0066. The difficulties for achieving convergence in this example would appear to be because the DL and PM estimates differ so substantially and also because the withinstudy variances are of different magnitudes (so that Q GEN ðτ 2 Þ is sensitive to the value of τ 2 when this is small). This example is a counterexample to the conjecture that the multistep estimator always converges to the PM estimator.
| Conclusions
Regardless of whether or not the convergence of the multistep estimator is to a positive estimate, we have proved that if convergence occurs, then this is to the PM estimate. Simulating thousands of meta-analyses (see https://osf.io/dpuzs/) did not reveal the convergence problems suggesting that these problems only occur in rare cases such as the artificial one described above. We conclude that that, in practice, multistep estimators converge to the PM estimate and also that they cannot converge to anything other than the PM estimate. Although the finding that multistep estimators may not converge reduces the utility of our analysis, our analytical results are more general than might be supposed, because it is not limited to using the DL estimator in the first step. All that is necessary for our results is that subsequent steps weight by the reciprocal of the estimated total study variances where the estimated between-study variance is the estimate at the previous step. Hence, our work establishes a link between multistep estimators per se and the PM estimator rather than between just the DL k and PM estimators. 
Negative estimates are truncated to zero, and the algorithm keeps iterating until convergence is reached. Jackson et al 35 explain how to generalize this Newton-Raphson procedure so that it can be applied to meta-regression models.
We can also calculate the corresponding Δτ 2 when using Equation 6 in the iterative scheme that produces our multistep estimators as Δτ 2 ¼τ
. From Equation 6, this is
Putting the right-hand side of the numerator over a common denominator results in Comparing Equations 9 and 10, we can also see that the iterative scheme for the multistep estimator is closely related to the established Newton-Raphson method for calculatingτ 
| THE RANDOM-EFFECTS META-REGRESSION MODEL
For ease of exposition, we have presented our main results for random-effects meta-analyses, but these are readily extended to meta-regression models where study level covariate effects are included in the model. To establish that our results generalize in this way, we consider meta-regression models with an arbitrary number of covariates in this section. All of the results in this section simplify to those shown previously.
The random-effects meta-regression model is an extension of model 1, where we assume that
where x i is the 1×p row vector of covariates associated with this study and β is the p×1 column vector of regression parameters of interest. Unless an intercept-free regression is required, the first "covariate" in each study is taken to be one to include the intercept. A matrix formulation of this standard model is
where Y is a column vector containing the y i , X is the n×p design matrix (sometimes referred to as the model matrix) whose ith row is x i , Δ ¼ diagðσ 2 i Þ and I is the n×n identity matrix. The parameter τ 2 in model 11 is called the residual between-study variance and describes the heterogeneity in the effect size estimates that is not explained by the covariates. 
| The general method of moments for meta-regression
where tr(·) denotes the trace of a matrix and tr(B)>0. As in the meta-analysis setting, we truncateτ The PM-type estimator in the meta-regression setting proposed by Jackson et al 35 uses weights a i ¼ 1=ðσ
computing the Q a statistic. We denote the resulting Q a statistic using the notation Q GEN (τ 2 ) in order to emphasize the dependence of the weights on the unknown parameter τ 2 . This is a direct generalization of Q GEN (τ 2 ) in Equation 3.
Since Q GEN (τ 2 ) follows a χ 2 -distribution with n−p degrees of freedom, the PM estimator is obtained by solving
If Q GEN (0)<n−p, then because for any given dataset Q GEN (τ 2 ) is a monotonically decreasing continuous function in τ 2 , there is no solution to this equation and we takeτ 2 PM ¼ 0. 35 Following similar arguments as in the meta-analysis
| The DerSimonian and Laird estimator
The standard weights of a i ¼ 1=σ 2 i produce a DL-type estimator of τ 2 when using Equation 12 , so that this estimator is just a special case of the general method of moments. We then have A=Δ −1 so that B=Δ
Hence, with these weights, the numerator of Equation 12 becomes
where this final equality is because tr(CD)=tr(DC), where C and D are square matrices of the same size, and because
=Δ. We can then further simplify this expression by taking
, where tr(I)=n and
)=p. This final equality follows from the observation that the hat matrix corresponding to a design matrix X is given by X(X t X) −1 X t , where tr(X(X
is a p×p identity matrix, which results in the well-known result that the trace of the hat matrix is p. Then we simply observe that
is the hat matrix corresponding to the design matrix Δ −1/2 X, so that its trace is also p. The numerator of Equation 12 therefore simplifies to Q GEN (0)−(n−p) for the DL estimator.
| Multistep estimators for meta-regression
We can motivate multistep estimators of τ 2 for meta-regression in exactly the same way as in meta-analysis. For example, using the DL estimator, we first calculateτ 
for k≥1, where we truncate the resulting estimate to zero if the solution is negative. Equation 14 is a direct generalization of Equation 6 for meta-regression. Written explicitly in terms of the truncation, the (k+1)th step estimator iŝ
and Equation 15 is a direct generalization of Equation 7.
7.4 | Lemma: Agreement with respect to truncation to zero of the DL and PM estimators
In this section, we generalize the lemma in Section 6.1 for meta-regression. As explained above, the PM estimator is positive if and only if Q GEN (0)>n−p. As also explained above, the numerator of Equation 12 simplifies to Q GEN (0)−(n−p) when using the DL estimator (a i ¼ 1=σ 2 i ). Hence, the DL estimator is also positive if and only if Q GEN (0)>n−p. If instead Q GEN (0)≤n−p, then both the DL and PM estimators are zero. We therefore have established that the type of weak agreement described in Section 6.1 between the PM and DL estimators also applies in the meta-regression setting.
| Proving that if convergence occurs, then it is to the Paule-Mandel estimate
Although we do not prove that the multistep estimator always converges for the meta-regression model, we have also simulated thousands of datasets and conducted meta-regression analyses with one continuous covariate (see https:// osf.io/5wqvd/ for R code) and did not observe any convergence problems. We have established that artificial examples can be created where the multistep estimator does not converge but that this nonconvergence is unlikely to occur in practice in both meta-analysis and meta-regression. In the remainder of this section, we generalize the results in Section 6.2 for meta-regression. where c=tr(B 0 )>0. Equation 8 is satisfied only if Q GEN (0)−(n−p)≤0, from which the lemma in Section 7.4 implies that both the DL and PM estimators are zero (which is also the assumed value ofτ
. Hence, if the convergence of the multistep estimator is to zero, then the PM estimate is also zero, so thatτ 2 ¼τ 2 PM . We have therefore established that multistep estimates also converge to the PM estimator in meta-regression models whenever convergence occurs.
| DISCUSSION
Two-step estimators have recently been presented as estimators of the between-study variance. We have extended these two-step estimators to a multistep estimator and show by means of empirical examples, simulations, and also analytically that the multistep estimator converges to the PM estimator if the number of steps is sufficiently large. This convergence occurs quickly in practice. Although examples can be produced where the multistep estimator does not converge, we have shown that the PM estimator is obtained in the limit when convergence is obtained and that convergence problems seldom occur in practice. Hence, our analysis suggests that the two-step estimators are better conceptualized as part of the usual iterative scheme that is used to calculate estimates using the PM estimator. Our findings also clarify why previous work 15, 16 observed that the DL 2 estimator was closer to the PM estimator than the DL estimator. We therefore suggest that the two-step estimators, as well as the proposed multistep estimator, are not seen as truly distinct estimators but as steps in an iterative procedure that results in the PM estimator. Now that REML and the PM estimator are computationally feasible and established in standard software, we align ourselves with those who argue that these estimators should be preferred over the DL estimator. 9, 10 The case for REML becoming the default estimation method is now strong. However, the PM estimator is a viable alternative that is currently the best estimator that uses the method of moments. An advantage of the PM estimator compared to REML is that, in a small proportion of meta-analyses, REML suffers from convergence problems. 5 A byproduct of our work is the development of a new iterative scheme that can be used to calculate the PM estimator. Our work is a good example of scientists exploring an issue of interest with the expectation of discovering something new and then making new, but unanticipated, discoveries. However, discovering the link between the multistep and PM estimator is in some respects even more satisfying than inventing a new class of estimators of the between-study variance. We have already explained that the PM estimator has been found to be equivalent to the empirical Bayes estimator, and our results provide another justification for the use of the PM estimator. This estimator would therefore seem to have a very wide variety of justifications and connections with other approaches, which suggests that it has a useful role in both methodological and applied work.
The estimation equation for the multistep estimator in Equation 6 closely resembles a fixed-point iteration problem, 36 because the estimate of the between-study variance in the previous step is included in the weights of the estimation equation in the next step. Studying the multistep estimator using methods for fixed-point iteration may yield further insights into the characteristics of meta-analysis datasets where convergence problems occur. We leave this as an opportunity for future research, which would probably be best undertaken by experts in numerical analysis. We have considered the random-effects models for meta-analysis and meta-regression. Both of these models assume that the outcome data are independent. More sophisticated models that allow for correlated data include multivariate meta-analysis 37 and network meta-analysis. 38 Jackson et al 39 have already developed PM estimators for network metaanalysis, but our connection between multistep and PM estimators provides an alternative possibility for motivating them. There is currently no PM estimator for the between-study covariance matrix in multivariate meta-analysis, but two extensions of the DL estimator have been proposed. 40, 41 Generalizing one or both of these estimators to allow an arbitrary set of weights, and so develop a general method of moments estimator, could then motivate the development of multistep estimators in the context of multivariate meta-analysis. When convergence is reached as the number of steps becomes large, PM estimators of the between-study covariance matrix could then be defined in this limit. However, considerable methodological development is needed to extend our work to the network and multivariate meta-analysis settings, because this would first require the development of a generalized method of moments for correlated outcome data. We therefore leave this as a tantalizing possibility for further work. However, enthusiasm for this idea is likely to be mitigated by the finding that the multistep estimator does not always converge. Matters will become more complicated in the multivariate setting and some convention for defining a PM estimator in this way when convergence is not obtained would be needed.
To summarize, we have extended the two-step estimator so that multiple steps can be used and reproduced the PM estimator in the limit when the number of steps are sufficiently large. The PM estimator therefore has another justification as a result of its relationship with the proposed multistep estimator. We suggest that the meta-analysis community should no longer consider the two-step and multistep estimators to be truly distinct estimators but should instead regard these type of estimators as approximate PM estimators.
